Effect of acetaminophen on stress-induced gastric mucosal lesions in rats.
The effects of acetaminophen (APAP) on stress-induced gastric mucosal lesions were investigated in rats treated with water-immersion restraint stress (WIR) for 3 hours. Three-hour WIR caused both significant increase in gastric lesions in terms of ulcer index and lipid peroxide levels and decrease in prostaglandin E2 (PGE2) levels in the stomach, compared with prestress control levels. When APAP (500mg/kg) was intraperitoneally (i.p.) administered into rats 2 hours before WIR, the stress-induced changes were significantly inhibited. Whereas, three-hour WIR markedly decreased total glutathione levels in the liver, but not in the stomach and plasma and simultaneously reduced glutathione (GSH) levels in the liver and stomach were markedly decreased. In addition to the enhancement of decrease in liver total glutathione levels, APAP pretreatment caused significant decrease in gastric and plasma total glutathione levels compared with prestress control levels. Moreover, co-administration of indomethacin (5mg/kg, i.p.) with APAP almost abolished the protective effects of APAP against the stress-induced ulceration. These results suggest that APAP may protect gastric mucosa from stress-induced ulceration, probably through the promoted production of PGE2 in the gastric mucosa without restoring glutathione levels.